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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . (I) [X - Y = CH, or one is CH and the other is N; Rl, R2 
- H, Cl-4 alkyl; R3 - H, (un) substituted Cl-4 alkyl ; R4 - H, nitro, 
halogen, (CH2)nORa, (CH2)nC02Ra, (CH2)nCN, ( CH2 ) nNRbRc , ( CH2 ) nNHC (O) CH2CN , 
CONRbRc, Cl-4 alkyl; R5 = tetrahydrof uranyl , 2 -oxo-4 -azet idinyl , 
(un) substituted heteroaryl; R6a = (un) substituted CI -8 alkyl, C3-8 
cycloalkyl, (un) subst ltuted C2-8, halogen,. OCF3 , cyano, nitro, NRbRc, 
NRbC (0) Ra , NRbC02Ra ' (wherein Ra ' is a nonhydrogen group selected from 
Ra) , C02Ra, CORa, CONRbRc, CONHORa , ORa, 0C(0)Ra, S(0)nRa', S02NHRC, 
NHS02Rd, C( :NORa)NRbRc, C( :NORa) Ra, (un) subs t i tuted heterocyclyl ; R6b, R6c 
= H, a group from R6a; with the proviso that not more than one of R6a , 
R6b, and R6c is a heterocycle; R7 = H, cyano, nitro, halogen, ORa, C02Ra, 
CONRbRc, Cl-4 alkyl; Ra = H, Cl-4 alkyl, C3-6 cycloalkyl, aryl, aryl-Cl-4 
alkyl; Rb,Rc = H, Cl-4 alkyl optionally substituted with ORa, C3-6 
cycloalkyl, aryl, aryl -CI -4 alkyl; or NRbRc together forms a 5- or 
6-membered ring optionally containing a heteroatom selected from NRa , O and 
Rd = Cl-4 alkyl optionally substituted with 1 to 3 halogen atoms, aryl, 
aryl -Cl-4 alkyl, NRbRc ; n = 0, 1, 2] or pharmaceut ically acceptable salts 
thereof are prepared Compds . . disclosed herein, e.g... N- [2 - [ [ (1R) -1- (2 - cyano 
3-f luoro-1, 1 1 -biphenyl -4 -yl ) ethyl] amino] -4 -methylpyridin-3 -yl ] isoxazole-5- 
' carboxamide (II), are bradykinin receptor Bl antagonist compds. and useful 
in the treatment or prevention of symptoms such as pain and inflammation 
associated with the bradykinin receptor Bl pathway. More specifically these 
symptoms include (1) osteoarthritis, repetitive motion pain, dental pain, 
cancer pain, myofascial pain, muscular injury pain, fibromyalgia pain, and 
perioperative pain and (2) inflammatory pain caused by chronic obstructive 
pulmonary disease, asthma, inflammatory bowel disease, rhinitis, 
pancreatitis, cystitis (interstitial cystitis), uveitis, inflammatory skin 
disorders, rheumatoid arthritis, edema resulting from trauma associated with 
burns, sprains or fracture, postsurgical intervention, osteoarthritis, 
rheumatic disease, tenosynovitis, or gout, (3) pain associated with angina or 
menstruation, and (4) pain caused by pneumoconiosis, including aluminosis, ; 
anthracosis, asbestosis, chalicosis, ptilosis, siderosis, silicosis, 
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tabacosis, byssinosis, adult respiratory distress syndrome, bronchitis, 
allergic rhinitis, vasomotor rhinitis, liver disease, multiple sclerosis, 
atherosclerosis, Alzheimer's disease, septic shock, cerebral edema, 
headache, migraine, closed head trauma, irritable bowel syndrome, or 
nephritis. These compds . are also useful for the treatment of diabetic • 
vasculopathy, post capillary resistance, diabetic symptoms associated with 
insulitis, psoriasis, eczema, spasms of the gastrointestinal tract or 
uterus, Crohn's disease, ulcerative colitis, or pancreatitis. 
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RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of (biarylalkyl ) amino (heterocyclylcarbonylamino) pyridine 
derivs . as bradykinin receptor Bl antagonists for treatment or 
prevention of symptoms associated with bradykinin receptor Bl pathway) 
RN 656237-13-7 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [2 - [ [ ( 1R) - 1 - (2 ' -cyano-3 ' -fluoro [1,1' -biphenyl] -4- 
yl) ethyl] amino] -4 -methyl -3 -pyridinyl ] - , monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




• HC1 



RN 656237-14-8 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [4-chloro-2- [ [ (1R) -1- [3 ' -f luoro-2 ' - (2 -methyl -2H- 
tetrazol-5-yl) [1,1' -biphenyl] -4 -yl] ethyl] amino] -3 -pyridinyl ] - (9CI) (CA 
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INDEX NAME) 
Absolute stereochemistry. 




Me 



RN 656237-15-9 CAPLUS 

CN [1, 1 ! -Biphenyl] -2 -carboxyl ic acid, 3-fluoro-4 ' - [ (1R) -1- [ [3- [ (5- 

isoxazolylcarbonyl) amino] -4 -methyl -2 -pyridinyl ] amino] ethyl ] methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 656237-16-0 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 3-f luoro-4 » - [ (1R) -1- [ [3- [ (5- 

isoxazolylcarbonyl ) amino] -4 -methyl -2 -pyridinyl ] amino] ethyl ] methyl 
ester, mono ( trif luoroacetate) (9CI) (CA INDEX NAME) 

CM . 1 

CRN 656237-15-9 
CMF C26 H23 F N4 04 



Absolute stereochemistry. 
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CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I ■ 

F- C~ CO2H 
F 



RN 656237-17-1 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [2- [ [ (1R) -1- [3 ' ~f luoro-2 ■ - ( 2 -methyl -2H-tetrazol 
5-yl) [1, 1 1 -biphenyl] -4-yl] ethyl ] amino] -4 -methyl -3 -pyridinyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 656237-18-2 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [2- [ [ (1R) -1- [3 ' -f luoro-2 ' - (2-methyl -2H-tetrazol 
5-yl) [1,1' -biphenyl] -4-yl] ethyl] amino] -4 -methyl -3 -pyridinyl ] - , 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 656237-17-1 
CMF C26 H23 F N8 02 



Absolute stereochemistry- 
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Me 

CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

I 

F-C^C0 2 H 
F 

RN 656237-19-3 CAPLUS. 

CN 5-Isoxazolecarboxamide, N- [4-chloro-2- [ [ (1R) -1- [3 ' -fluoro-2 ' - 

[ {methylamino) carbonyl] [1,1' -biphenyl] -4-yl] ethyl] amino] -3 -pyridinyl ] - , 
monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 656237-20-6 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 3-chloro-4 ' - [ (1R) -1- [ [4-chloro-3- [ (5 
isoxazolyl carbonyl) amino] -2 -pyridinyl ] amino] ethyl] - , methyl ester ( 9CI ) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 656237-21-7 CAPLUS 

CN [1, 1 • -Biphenyl] -2 -carboxyl ic acid, 3 -chloro-4 ' - [ ( 1R) - 1 - [ [4 -chloro-3 - [ ( 5 
isoxazolylcarbonyl ) amino] -2 -pyridinyl] amino] ethyl ] -, methyl ester, 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 656237-20-6 

CMF C25 H20 C12 N4 04 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F-C^C02H 
F 

RN 656237-22-8 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [4-chloro-2- [ [ (1R) -1- (2 ' -cyano-3 ' -fluoro [1,1' 
biphenyl] -4-yl ) ethyl] amino] -3 -pyridinyl ] - , monohydrochloride ( 9CI ) (CA 
INDEX NAME) 



Absolute stereochemistry. 
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• HC1 

RN 656237-23-9 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [2- [.[ (1R) -1- [3 1 -f luoro-2 1 - 

[ (methylamino) carbonyl] [1,1' -biphenyl] -4-yl] ethyl] amino] -4 -methyl -3- 
• pyri'dinyl]-, monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 

RN 656237-24-0 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxylic acid, 4 * - [ (1R) -1- [ [4-chloro-3- [ (5- 

isoxazolylcarbonyl ) amino] -2 -pyridinyl ] amino] ethyl ] -3-fluoro-, methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN - 656237-25-1 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ (1R) -1- [ [4-chloro-3- [ (5- 

lsoxazolylcarbonyl ) amino] -2 -pyridinyl] amino] ethyl] ~3-f luoro- , methyl 
ester, mono ( trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 656237-24-0 

CMF C25 H20 CI F N4 04 

Absolute stereochemistry. 

/ 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F C~ CO2 H 
F 



RN 656237-26-2 CAPLUS 

CN [1, 1 1 -Biphenyl] -2 -carboxyl ic acid, 3 -chloro-4 ' - [ ( 1R) - 1- [ [3 - [ (5- 

isoxazolylcarbonyl ) amino] -4 -methyl -2 -pyridinyl] amino] ethyl] methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 656237-27-3 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 3-chloro-4 ' - [ (1R) -1- [ [3- [ (5- 

isoxazolylcarbonyl ) amino] -4 -methyl -2 -pyridinyl] amino] ethyl] -, methyl 
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ester, mono ( trif luoroacetate) (9CI) (CA INDEX NAME) 
CM 1 

CRN 656237-26-2 

CMF C2 6 H23 CI N4 04 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F-C^C02H 
F 

RN 656237-28-4 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 3-f luoro-4 ' - [ (1R) -1- [ [3- [ [ (4-oxo-2- 

azetidinyl) carbonyl] amino] -2 -pyridinyl ] amino] ethyl] - , methyl ester (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 




•RN 656237-29-5 CAPLUS 
CN [1, 1 1 -Biphenyl] -2 -carboxyl ic acid, 3-chloro-4 ' - [ (1R) -1- [ [4 -chloro-3 - [ (3- 
isoxazolylcarbonyl ) amino] -2 -pyridinyl ] amino] ethyl] - , methyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 656237-30-8 CAPLUS 

CN [1,1 1 -Biphenyl] -2 -carboxyl ic acid, 3-chloro-4 1 - [ (1R) -1- [ [4 -chloro-3 - 
isoxazolylcarbonyl) amino] -2 -pyridinyl ] amino] ethyl ] -, methyl ester, 
mono{trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 656237-29-5 

CMF C25 H20 C12 N4 04 

Absolute stereochemistry. 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F C~~ CO2H 
F 



RN 656237-31-9 CAPLUS 

CN [1, 1 ' -Biphenyl] -2 -carboxylic acid, 4 ' - [ ( 1R) -1- [ [3 - [ (3 -. 

isoxazolylcarbonyl) amino] -4 -methyl -2-pyridinyl] amino] ethyl] -5-methyl 
methyl ester, monohydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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• HC1 



RN 656237-32-0 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxylic acid, 5-chloro-'4 » - [ (1R) -1- [ [3- [ (3- 

furanylcarbonyl) amino] -4 -methyl -2 -pyridinyl ] amino] ethyl ] -, methyl ester, 
monohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 656237-33-1 CAPLUS 

CN [1,1* -Biphenyl] -2 -carboxyl ic acid, 3-chloro-4 ' - [ ( 1R) -1- [ [3- [ (3- 

isoxazolylcarbonyl ) amino] -2 -pyridinyl ] amino] ethyl ] -, methyl ester, 
monohydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Me 



• HC1 



RN 656237-34-2 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [4-chloro-2- [ [ (1R) -1- [3 * -f luoro-2 ' - ( 1 -methyl - 1H- 
tetrazol-5-yl) [1, 1 1 -biphenyl] -4-yl] ethyl]amino] -3 -pyridinyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 656237-35-3 CAPLUS 

CN [1, 1 ' -Biphenyl] -2 -carboxylic acid, 4 ' - [ ( 1R) - 1 - [ [3 - [ (3 - 

furanylcarbonyl ) amino] -4 -methyl -2 -pyridinyl ] amino] ethyl ] -5 -methyl-, methyl 
ester, monohydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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• HC1 



RN -656237-36-4 CAPLUS 

CN 3-Furancarboxamide, N- [2 - [ [ ( 1R) - 1 - (2 1 -cyano-3 ' -f luoro [1,1 ' -biphenyl] -4- 

yl) ethyl] amino] -4 -methyl -3 -pyridinyl ] -, monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




• HC1 



RN 656237-37-5 CAPLUS 

CN 1,2, 5-Thiadiazole-3-carboxamide, N- [2 - [ [ ( 1R) - 1 - (2 ' -cyano-3 ' -f luoro [1,1'- 
biphenyl] -4 -yl ) ethyl ] amino] -4 -methyl -3 -pyridinyl] -, monohydrochloride 
(9CI ) (CA INDEX NAME) 



Absolute stereochemistry. 
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• HC1 



RN 656237-38-6 CAPLUS 

CN 3-Isothiazolecarboxamide, N- [2 - [ [ ( 1R) - 1- (2 ' -cyano-3 ' -f luoro [1,1' -biphenyl] 
4-yl ) ethyl ] amino] -4 -methyl -3 -pyridinyl ] - , monohydrochloride ( 9CI ) (CA 
INDEX NAME) 

Absolute stereochemistry. 




• HC1 

RN 656237-39-7 CAPLUS 

CN 3 -Furancarboxamide , N- [2 - [ [ [2 ' - [ (methoxyamino) carbonyl] [1 , 1 1 -biphenyl] -4 - 
yl] methyl] amino] -4 -methyl -3 -pyridinyl] - , monohydrochloride (9CI) (CA 
INDEX NAME) 
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0 



• HC1 



RN 656237-40-0 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 1 - [ [ [4-methyl -3- [ [ ( 5 -methyl -3- 

isoxazolyl ) carbonyl ] amino] -2 -pyridinyl ] amino] methyl] -, methyl ester, 
monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 



Me 



RN 656237-41-1 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 * - [ [ [3- [ ( 3 - f uranylcarbonyl ) amino] -2- 

pyridinyl] amino] methyl] - , methyl ester, monohydrochloride (9CI) (CA INDEX 
NAME) 
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II 

0 



• HC1 



RN 656237-42-2 CAPLUS 

CN 4-Thiazolecarboxamide, N- [2- [ [ (1R) -1- (2 ' -cyano-3 * -f luoro [1, 1 1 -biphenyl] -4- 
yl ) ethyl] amino] -4 -methyl -3 -pyridinyl] - , monohydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




• HC1 



RN 656237-43-3 CAPLUS 

CN lH-lmidazole-2-carboxamide, N- [2- [ [ (1R) -1- (2 ' -cyano-3 ' -f luoro [1,1*- 

biphenyl] -4 -yl ) ethyl ] amino] -4 -methyl -3 -pyridinyl ] -, monohydrochloride 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• HC1 



RN 656237-44-4 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxylic acid, 4 ' - [ [ [3- [ (2 -thienylcarbonyl ) amino] -2- 

pyridinyl] amino] methyl] - , methyl ester, monohydrochloride (9CI) (CA INDEX 
NAME) 




• HC1 



RN 6562 37-45-5 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 1 - [ ['[3- [ ( 3 - thienylcarbonyl ) amino] -2- 

pyridinyl] amino] methyl] - , methyl ester, monohydrochloride (9CI) (CA INDEX 
NAME) 
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II 

0 



• HC1 



RN 656237-46-6 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ [ [3- [ ( 2 - f uranylcarbonyl ) amino] -2- 

pyridinyl] amino] methyl] - , methyl ester, monohydrochloride (9CI) (CA INDEX 
NAME) 




• HC1 



RN 656237-47-7 CAPLUS 

CN [1, 1 1 -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ ['[3 - [ [ ( tetrahydro-2 - 

furanyl ) carbonyl] amino] -2 -pyridinyl ] amino] methyl ] - , methyl ester, 
monohydrochloride (9CI) (CA INDEX NAME) 
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• HC1 



RN 656237-48-8 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 r - [ [ [4 -methyl -3 - [ [ (2 -methyl -3 
furanyl ) carbonyl] amino] -2 -pyridinyl] amino] methyl] methyl ester, 
' monohydrochloride (9CI) (CA INDEX NAME) 




CH2-NH- 




• HC1 



RN 656237-49-9 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 ■ - [ [ [4 -methyl -3- [ [ (5-methyl-4 
oxazolyl ) carbonyl] amino] -2 -pyridinyl ] amino] methyl ]- , methyl ester 
monohydrochloride (9CI) (CA INDEX NAME) 
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HC1 



RN 656237-50-2 CAPLUS 

CN '[1,1' -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ [ [4 -methyl -3 - [ [ ( 5 -methyl -4 - 

isoxazolyl ) carbonyl] amino] -2 -pyridinyl ] amino] methyl ] methyl ester,, 
monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 

RN 656237-51-3 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [4 -chloro-2 - [ [ (1R) -1- [3 ' -f luoro-2 ' - 

[ (methylamino) carbonyl] [1,1' -biphenyl] -4-yl] ethyl] amino] -3 -pyridinyl ] 
• (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 656237-52-4 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [2- [ [ (1R) -1- (2 ' -cyano-3 ' -fluorofl, 1 1 -biphenyl] 
yl) ethyl] amino] -4 -methyl -3 -pyridinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 656237-53-5 CAPLUS 

CN 5-Isoxazolecarboxamide, N- [4-chloro-2- [ [ (1R) -1- (2 • -cyano-3 ' -f luoro [1, 1 1 - 
biphenyl] -4 -yl) ethyl] amino] -3 -pyridinyl ] - (9CI). (CA INDEX NAME) 

Absolute stereochemistry. 




RN 656237-54-6 CAPLUS 

CN 5 - Isoxazolecarboxamide , N- [2- [ [ ( 1R) -1 - [3 ' -f luoro-2 ' - 

[ (methylamino) carbonyl] [1,1' -biphenyl] -4 -yl] ethyl] amino] -4 -methyl -3- 
pyridinyl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 656237-55-7 CAPLUS 

CN [1, 1' -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ ( 1R) -1- [ [3 - [ (3 - 

isoxazolylcarbonyl ) amino] -4 -methyl -2 -pyridinyl 3 amino] ethyl ] -5 -methyl - , 
methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 656237-56-8 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 5-chloro-4 * - [ (1R) -1- [ [3- [ (3- 

furanylcarbonyl) amino] -4 -methyl -2 -pyridinyl] amino] ethyl] -, methyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 656237-57-9 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 3-chloro-4 ' - [ (1R) -1- [ [3- [ (3- 

isoxazolylcarbonyl) amino] -2 -pyridinyl] amino] ethyl] -, methyl ester (9CI) 
(CA INDEX NAME) 
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Absolute stereochemistry. 




RN 656237-58-0 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ (1R) -1- [ [3- [ (3- 

furanylcarbonyl ) amino] -4 -methyl -2 -pyridinyl ] amino] ethyl] -5 -methyl-, methyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 656237-59-1 CAPLUS 

CN 3-Furancarboxamide, N- [2- [ [ (1R) -1- (2 ' -cyano-3 ' -fluoro [1,1' -biphenyl] -4- 
yl) ethyl] amino] -4 -methyl -3 -pyridinyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 656237-60-4 CAPLUS 

CN 1,2, 5-Thiadiazole-3-carboxamide, N- [2 - [ [ ( 1R) -1- (2 ' -cyano-3 1 -fluoro [1, 1 ' - 
biphenyl] -4-yl) ethyl] ammo] -4 -methyl -3 -pyridinyl ] - (9CI) (CA INDEX NAME) 
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CN 3-Furancarboxamide, N- [2- [ [ [2 ' - [ (methoxyamino) carbonyl ] [1,1' -biphenyl] -4- 
yl] methyl] amino] -4 -methyl -3 -pyridinyl ] - (9CI) " (CA INDEX NAME) 




Me 
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CN [1, 1 ' -Biphenyl] -2 -carboxyl ic acid, 4 • - [ [ [4 -methyl -3 - [ [ (5 -methyl -3 - 

, isoxazolyl ) carbonyl] amino] -2-pyridinyl] amino] methyl] - , methyl ester (9CI) 
(CA INDEX NAME) 
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CN [1,1* -Biphenyl] -2 -carboxyl ic acid, 4 1 - [ [ [3- [ ( 3 - f uranylcarbonyl ) amino] -2- 
pyridinyl] amino] methyl] -, methyl ester (9CI) (CA INDEX NAME) 




II 

O 
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CN 4-Thiazolecarboxamide, N- [2 - [ [ (1R) -1- (2 ' -cyano-3 ' -f luoro [1,1' -biphenyl] -4- 
yl) ethyl] amino] -4 -methyl -3 -pyridinyl] - (-9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN lH-Imidazole-2-carboxamide, N- [2 - [ [ ( 1R) - 1 - (2 ' -cyano-3 ' - f luoro [1, 1 ' - 

biphenyl] -4 -yl) ethyl] amino] -4 -methyl -3 -pyridinyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ [ [3- [ (2 -thienylcarbonyl ) amino] -2- 
pyridinyl] amino] methyl] - , methyl ester (9CI) (CA INDEX NAME) 
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CN [1, 1 ' -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ [ [3 - [ (2 - f uranylcarbonyl ) amino] 
pyridmyl] amino] methyl] - , methyl ester (9CI) (CA INDEX NAME) 



,0. 



C^NH 
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CN [1 , 1 ' -Biphenyl] -2 -carboxylic acid, 4 1 - [ [ [3- [ [ ( tetrahydro-2- 

furanyl) carbonyl] amino] -2 -pyridinyl ] amino] methyl ]- , methyl ester (9CI) 
(CA INDEX NAME) 
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CN [1, 1 1 -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ [ [4 -methyl -3- [ [ (2 -methyl -3- 

furanyl ) carbonyl] amino] -2 -pyridinyl ] amino] methyl ]- , methyl ester (9CI) 
(CA INDEX NAME) 
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C=0 




Me 
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CN [1 , 1 ' -Biphenyl] -2 -carboxyl ic acid, 4 ' - [ [ [4 -methyl -3 - [ [ (5-methyl -4 - 

oxazolyl ) carbonyl] amino] -2 -pyridinyl ] amino] methyl ] -, methyl ester (9CI) 
(CA INDEX NAME) 
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RN 656237-72-8 CAPLUS 

CN [1,1' -Biphenyl] -2 -carboxyl ic acid, 4 '■- [ [ [4 -methyl -3 - [ [ ( 5 -methyl -4 - 
isoxazolyl ) carbonyl] amino] -2 -pyridinyl] amino]'methyl] methyl ester 
(CA INDEX NAME) 



(9CI) 




CH2-NH 
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CN 3-Isothiazolecarboxamide, N- [2 - [ [ ( 1R) - 1 - (2 ' -cyano-3 ' -fluoro [1,1' -biphenyl] 
4 -yl) ethyl] amino] -4 -methyl -3 -pyridinyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . (I) [X = Y = CH, or one is CH and the other is N ; Rl, R2 
= H , Cl-4 alkyl; R3 = H, (un) substituted Cl-4 alkyl ; R4 = H, nitro, 
halogen, (CH2)nORa, (CH2)nC02Ra, (CH2)nCN, (CH2 ) nNRbRc , (CH2 ) nNHC (0) CH2CN, 
CONRbRc, Cl-4 alkyl; R5 = tetrahydrof uranyl , 2 -oxo-4 -azet idinyl , 
(un) substituted heteroaryl; R6a = (un) substituted Cl-8 alkyl, C3-8 
cycloalkyl, (un) substituted C2-8, halogen, OCF3 , cyano, nitro, NRbRc, 
NRbC (0) Ra , NRbC02Ra ' (wherein Ra ' is a nonhydrogen group selected from 
Ra), C02Ra, CORa, CONRbRc, CONHORa, ORa , OC(0)Ra, S(0)nRa', S02NHRc, 
NHS02Rd , C (: NORa ) NRbRc , C(:N0Ra)Ra, (un) substituted heterocyclyl ; R6b, R6c 
= H, a group from R6a; with the proviso that not more than one of R6a , 
R6b, and R6c is a heterocycle; R7 - H, cyano, nitro, halogen, ORa, C02Ra, 
CONRbRc, Cl-4 alkyl; Ra = H, Cl-4 alkyl, C3-6 cycloalkyl, aryl , aryl-Cl-4 
alkyl; Rb , Rc - H, Cl-4 alkyl optionally substituted with ORa, C3-6 
cycloalkyl, aryl, aryl -Cl-4 alkyl; or NRbRc together forms a 5- or 
6-membered ring optionally containing a heteroatom selected from NRa, 0 and 
Rd = Cl-4 alkyl optionally substituted with 1 to 3 halogen atoms, aryl, 
aryl-Cl-4 alkyl, NRbRc; n = 0, 1, 2] or pharmaceut ically acceptable salts 
thereof are prepared Compds. disclosed herein, e.g. N- [2 - [ [ ( 1R) -1 - (2 -cyano 
3- f luoro-1 , 1 ' -biphenyl-4-yl ) ethyl] amino] -4 -methylpyridin-3 -yl ] isoxazole-5- 
carboxamide (II), are bradykinin receptor Bl antagonist compds. and useful 
in the treatment or prevention of symptoms such as pain and inflammation 
associated with the bradykinin receptor Bl pathway. More specifically these, 
symptoms include (1) osteoarthritis, repetitive motion pain, dental pain, 
cancer pain, myofascial pain, muscular injury pain, fibromyalgia pain, and 
perioperative pain and (2) inflammatory pain caused by chronic obstructive 
pulmonary disease, asthma, inflammatory bowel disease, rhinitis, 
pancreatitis, cystitis (interstitial cystitis), uveitis, inflammatory skin 
disorders, rheumatoid arthritis, edema resulting from trauma associated with 
burns, sprains or fracture, postsurgical intervention, osteoarthritis, 
rheumatic disease, tenosynovitis, or gout, (3) pain associated with angina or 
menstruation, and (4) pain caused by pneumoconiosis, including aluminosis, 
anthracosis, asbestosis, chalicosis, ptilosis, siderosis, silicosis, 
tabacosis, byssinosis, adult respiratory distress syndrome, bronchitis, 
allergic rhinitis, vasomotor rhinitis, liver disease, multiple sclerosis, 
atherosclerosis, Alzheimer's disease, septic shock, cerebral edema, 
headache, migraine, closed head trauma, irritable bowel syndrome, or 
nephritis. These compds. are also useful for the treatment of diabetic 
vasculopathy ,■ post capillary resistance, diabetic symptoms associated with 
insulitis, psoriasis, eczema, spasms of the gastrointestinal tract or 
uterus, Crohn's disease, ulcerative colitis, or pancreatitis. 
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